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8 contrast, when urinary pH is increased, plasma half-life 
increases. The Brater study confirms Kuntzman's findings by 
demonstrating that both urine pH and urine flow are important 
determinants of the elimination of pseudoephedrine in humans. 
After reviewing the new information, the Bureau finds that 
there is sufficient evidence to show the efficacy of a total 
daily dose of 240 mg of pseudoephedrine and that it is 
reasonable to project similar plasma levels, whether this total 
daily dose is given as 60 mg every 4 to 6 hours or as 60 mg 
every 6 hours. Additionally, there is insufficient evidence in 
these data to show that an increase in adverse reactions occurs 
from administration of the drug at 4-hour intervals. The 
evidence relied upon in changing the Panel's original dosage 
interval recommendation from "every 4 hours" to "every 6 hours" 
did not directly relate the occurrence of any significant 
adverse drug reactions to the frequency of administration. 
That evidence was also based on plasma levels which may have 
been inaccurately or inadequately determined in view of the new 
data. Based on the new data, the Bureau, therefore,%* agrees 
that a more flexible dosage schedule for pseudoephedrine of 60 
mg every 4 to 6 hours, 
permitted. 

not to exceed 240 mg daily, should be 

The Bureau intends to recommend to the Commissioner that the 
dosage and directions in the tentative final monograph for use 
of pseudoephedrine as an oral nasal decongestant reflect this 
revision to allow an adult oral dosage of 60 mq every 4 to 6 
hours not to exceed 240 mg in 24 hours. Likewise, the dosages 
for children will reflect the change in dosage interval. 

We hope this information will be helpful. 

Sincere!.y yours, 

William E. Gilbertson, Pharm. D. 
Director 
Division of OTC Drug Evaluation 
Bureau of Drugs 
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